Atrial fibrillation (AF) is a common cardiac arrhythmia associated with poor health-related quality of life (HRQoL). However, the factors influencing HRQoL in patients with AF are not well understood. The purpose of integrative review was to investigate the factors affecting HRQoL in patients with AF based on the six domains of Ferrans and colleagues' HRQoL model. A total of 23 relevant articles published between January 2000 and March 2018 were identified using four databases and analyzed in this study. Our review showed that the HRQoL in patients with AF was consistently lower than both healthy individuals and patients with other cardiovascular diseases. The most common factor associated with HRQoL in patients with AF was anxiety-specific to AF in the symptoms domain, followed by frequency and severity of symptoms and the New York Heart Association functional class. This study highlights that monitoring and assessing patients' symptoms is vital for improving HRQoL in patients with AF. Disease-specific and cross-culturally validated tools can allow healthcare professionals to provide tailored interventions for patients with AF. rate/rhythm-control interventions [7] [8] [9] 12] . Therefore, more investigation into the factors associated with HRQoL in patients with AF is necessary.
Introduction
Atrial fibrillation (AF) is a common supraventricular arrhythmia which affects approximately 1% to 4% of the global population. AF is more common in older individuals; the prevalence of AF increases sharply in those over 80 years old. Approximately 10% of individuals in this age group are affected with AF [1, 2] . AF has a broad range of symptoms, with 25-30% of patients experiencing no noticeable symptoms [3] . Patients with AF are five times more likely to have a stroke and three times more likely to experience heart failure compared to healthy individuals [4] . AF may also increase an individual's socioeconomic burden through increased healthcare costs [5] .
In managing AF, anticoagulant treatment is important for preventing stroke. However, the fear of complications associated with treatment, such as bleeding, can isolate patients from social activities, leading to a decreased health-related quality of life (HRQoL) [1] . HRQoL is a personal perception of the state of life in relation to personal goals or expectations. Thus, emphasizing HRQoL is important when assessing the overall health of patients with AF [6] . Previous studies reported that HRQoL is significantly impaired in patients with AF compared to the general population and patients with structural heart diseases [7, 8] . However, there is controversy over the effects of sociodemographic (sex, level of activities), clinical (ejection fraction, comorbidity, stroke risk score, treatment methods), and psychological factors (stress, anxiety) on HRQoL in patients with AF [9] [10] [11] . Previous systematic reviews only covered symptom severity, HRQoL instruments used, and changes in HRQoL after rate/rhythm-control interventions [7] [8] [9] 12] . Therefore, more investigation into the factors associated with HRQoL in patients with AF is necessary.
The integrative review method includes more diverse methodologies than a systematic literature review and therefore can present varied perspectives on a phenomenon of the subject in the original research and strengthen the overall understanding of the subject [13] . Existing literature on HRQoL in patients with AF includes quantitative and qualitative research. Additionally, the scope of outcomes in the interventional study included in this analysis is narrow due to the inclusion of patients with various disease characteristics. Therefore, an integrative review is appropriate to combine the heterogeneous body of existing research and improve the overall understanding of HRQoL in patients with AF [14] .
Improving HRQoL is a major goal in the management of AF, however, it is still not well understood. Thus, this study examines the HRQoL-related factors using the well-known HRQoL model developed by Ferrans and colleagues as the conceptual framework [15] . Ferrans and colleagues' model consists of six domains: Biological function, symptoms, functional status, general health perceptions, characteristics of the individual, and characteristics of the environment [15] . It provides clear conceptual and operational definitions and clarifies relationships among concepts to guide both research and practice [16] . Using this model, we comprehensively explored the factors related to HRQoL in patients with AF.
Materials and Methods

Study Design
This review was conducted using Whittemore and Knafl's methodology for integrative review [13] . This methodology is useful for a holistic understanding of multiple perspectives. The stages for integrative review included: Problem identification, literature search, data evaluation, data analysis, data interpretation, and presentation of results. The flow diagram of the identified literature is presented using the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) [17] (Figure 1 ). 
Problem Identification and Literature Search
A literature search was conducted to identify relevant articles published in English between 1 January 2000 and 31 March 2018 using the PubMed, Cumulative Index to Nursing and Allied Health Literature (CINAHL), Cochrane Library, and PsycINFO databases. The Medical Subject Headings and search terms used alone or in combination were as follows: (1) "Atrial Fibrillation" or "Paroxysmal Atrial Fibrillation" or "Persistent Atrial Fibrillation", and (2) "Quality of Life" or "Health related Quality of Life", or "HRQoL". Additionally, ancestry searches or backward searches were conducted on all eligible primary studies. The search was limited to publications in peer-reviewed journals. We conducted a preliminary assessment of the titles and abstracts of identified studies and then assessed the full text of relevant articles in detail. The inclusion criteria were the following: (1) published in peer-reviewed journals, (2) focus on patients with AF, (3) concern HRQoL as dependent or independent variables, (4) be written by English, and (5) have been published between January 2000 and March 2018.
The specific year was chosen because HRQoL began to be properly assessed in general patients with AF in 2000 [18, 19] . We excluded non-original research, study protocol, development of instrument, non-human results, and HRQoL as an outcome for pharmacological and electrical interventions. Two authors (Y-J.S. and K-H.B.) independently screened the studies according to the criteria and discussed the screening results. Finally, the 23 papers met the criteria to be included in this review. Figure 1 shows the complete process.
Data Evaluation
The Mixed Methods Assessment Tool (MMAT) was used to evaluate the quality of studies with different study designs [20] . This critical appraisal tool has the advantage of being able to evaluate quantitative, qualitative, and mixed research methods studies. Recently, this tool has been used for quality evaluation in integrated literature review [21] . Quality is scored on a scale from 0% (never consistent with the standard) to 100% (fully consistent with the standard) [20] .
The 23 included studies were evaluated using the MMAT. The two screening questions applied to all reviewed studies regardless of study design. Afterwards, we selected and answered appropriate criteria according to each study design. Two authors (Y-J.S. and E.J.S.) independently evaluated the studies according to the criteria and discussed the results.
All 23 studies satisfied the two screening questions. The two qualitative studies satisfied all quality appraisal criteria, which had superior methodology. In the three randomized control studies, the quality appraisal criteria were 100% satisfied for one study. Two studies did not satisfy randomization and allocation concealment. Among the 18 descriptive studies, nine studies were 100% appropriate, five studies were 75% appropriate, and four studies were 50% appropriate. Most of the descriptive researches satisfied the following questions: "Is the sampling strategy relevant to address the research question?" and "Are measurements appropriate?" However, nine of the descriptive studies did not satisfy the question "Is there an acceptable response rate (60% or above)?"
Data Analysis
Two researchers read and analyzed each study independently. They met eight times for review, data reduction, data display, data comparison, and conclusion extraction. The characteristics and results of the studies are summarized in Table 1 . The type of AF was analyzed according to the AF criteria in the American College of Cardiology and the American Heart Association guideline [1] . Favorable changes were seen in SF-36 subscales in SR patients at 1 year in general health (p = 0.007) and social functioning (p = 0.002). The scores of NHP (range: 0-100) were lower in paroxysmal, persistent, and permanent AF patients compared to the healthy. The nurse intervention group showed significant differences compared to the control with respect to higher QoL on the SF-36 score of physical functioning and vitality at six months. The factors affecting HRQoL were analyzed according to the HRQoL model from Ferrans and colleagues [15] . Ferrans and colleagues' model has six domains: Biological function, symptoms, functional status, general health perceptions, characteristics of the individual, and characteristics of the environment. The biological function domain assesses the function of cells, organs, and systems through laboratory tests, physical assessment, and medical diagnoses. The symptoms domain includes physical, emotional, and cognitive symptoms as perceived by the patient. The functional status domain examines physical, psychological, social, and role functioning through evaluation of the remaining level of function. The general health perceptions domain is a subjective rating and opinion on their health. Characteristics of the individual refer to demographics that influence health outcomes, such as age, sex, responsiveness, and body mass index. Characteristics of the environment are categorized as social factors (such as family and healthcare providers) or physical factors (such as home and workplace). Table 1 shows the general characteristics of the 23 included studies. In total, 13 of the 23 studies were conducted in Europe or the United States. Regarding research design, there were three randomized controlled trials, nine cross-sectional studies, five prospective studies, four case-control studies, and two phenomenological studies of qualitative research. The study participants were outpatients in 16 studies, inpatients in five studies, and unidentified in two studies. The sample sizes ranged from 15 to 10,087 and the average patient age was between 53.2 and 75.0 years. The type of AF was described in 19 studies.
Results
Characteristics of Included Studies
HRQoL Scores in Patients with AF
The mean HRQoL as evaluated by the Short Form 36 health survey (SF-36) was 36.6-46.0 (physical composite summary, range 0-100) and 40.8-55.0 (mental composite summary, range 0-100). The mean HRQoL as evaluated by the symptom checklist was 14.0-22.0 (symptom frequency, range 0-64) and 12.0-19.0 (symptom severity, range 0-48). The HRQoL in patients with AF was consistently lower than either healthy individuals or patients with other cardiovascular diseases ( Table 1 ).
The mean HRQoL as evaluated by AF-specific instruments was 59.5-89.8 (atrial fibrillation effect on quality of life, range 0-100) and 7.11-13.5 (University of Toronto atrial fibrillation severity scale, range 0-35). One study using the atrial fibrillation quality of life questionnaire (AFQLQ) presented an AFQLQ1 score of 15.7 (frequency of symptom, range 0-24), AFQLQ2 score of 12.3 (severity of symptom, range 0-18) and AFQLQ3 score of 45.0 (limitation and anxiety, range 0-56).
Characteristics of the Instruments for HRQoL in Patients with AF
In the 23 studies, 13 different HRQoL instruments were used (Table 2) . General, cardiac-specific, and AF-specific instruments were used either together or individually. SF-36 was used most frequently (15 studies). AF-and cardiac-specific instruments were each used for six studies. The reliability and validity were reported for all 13 HRQoL instruments except the EuroQol-visual analogue scale. 
The Factors Influencing HRQoL in Patients with AF Based on HRQoL Model
A total of 32 variables were presented in the 23 articles as influencing factors for HRQoL in patients with AF. We organized the variables into six domains based on Ferrans and colleagues' model [15] ( Table 3 ). The most common factor influencing HRQoL in patients with AF was anxiety related to AF (four articles). This was followed by the frequency and severity of symptoms and New York Heart Association (NYHA) functional class. Feeling uninformed and unsupported (2) [34, 42] Qualitative studies Acceptance of the disease (2) [34, 42] Qualitative studies Positive coping with living with AF (2) [34, 42] Qualitative studies Adverse effect of social life (1) [42] Qualitative studies Inability to carry out daily living activities (1) [42] Qualitative studies The biological function domain included nine variables, such as illness duration, left ventricular function, CHADS 2 score as a stroke risk stratification system [1] , and brain natriuretic peptide level as marker for heart failure [45] . The symptom domain included anxiety, symptom frequency and severity, depression, stress, and uncertainty. Frequent symptoms, severe symptoms, and negative psychological conditions were related to a low HRQoL. In the functional status domain, a high NYHA functional class or low exercise performance level were related to a low HRQoL. The general health perceptions domain included illness perception and fear of AF. HRQoL was high when the general perception about the disease was positive, but fear of AF attack significantly reduced HRQoL. In two qualitative studies [34, 42] , the patients' perception on AF was reported without the associated statistical significance. All characteristics of the individual reported in reviewed studies were significantly related to HRQoL. The characteristics of the environment, including financial status and whether or not patients were involved in significant relationships, were related to HRQoL.
Discussion
This integrative review investigated the factors related to HRQoL in patients with AF. Based on Ferrans and colleagues' model [15] , factors influencing HRQoL were categorized into six domains: Biological function, symptoms, functional status, general health perceptions, characteristics of the individual, and characteristics of the environment. Importantly, this review showed that symptoms domain was the most important on HRQoL in patients with AF. Specifically, anxiety and symptom frequency/severity in the symptom domain were the most frequently reported factors influencing HRQoL in patients with AF. In previous studies, symptoms such as anxiety, depression, perceived stress, and uncertainty were significantly associated with HRQoL among patients with AF [1, 3, 7] . Sudden and unpleasant symptoms were also a key theme in the qualitative studies included in this review [34, 42] . Major emotional burdens on patients with AF include symptoms, concerns regarding complications, and uncertainty about the future [46] . Therefore, healthcare professionals should provide the interventions that explain the current status and complications risk of individual patients and guide the management strategies for each patient in detail. These proactive approaches could reduce patients' physical and psychological symptoms and help manage HRQoL for patients with AF.
The biological function domain is the pathophysiological change in individuals with AF. This change is an objective mechanism that can explain the health status based on the patient's specific condition and identify the characteristics of their disease [47] . Improvement of the biological function is a starting point for holistic care [15] . Healthcare professionals should therefore understand the importance of periodically assessing physical health through cardiac-specific laboratory tests and physical examinations. According to this review, however, there was still controversy over the influence of the biological factors, such as duration of illness and left ventricular function, on HRQoL. Therefore, further studies should be carried out to better understand the variables in the biological function domain.
The general health perception, such as the patients' acceptance of their disease, was also related to HRQoL in this review. Interventions that can change patients' perceptions may have a multifaceted, direct effect on HRQoL as perception can affect all aspects of individuals [6] . However, our findings could not specify the significance of most predictors in the general health perception domain because the few studies available were qualitative. Therefore, more research is needed to better understand patients' perceptions of AF itself, its effect on daily life, and the associated burdens, as well as the practical effects of their perceptions.
As a result, the HRQoL of patients with AF could be improved with better control of symptoms and a better understanding of individual pathophysiological changes. Additionally, a positive perception of AF could be formed through patient-centered explanations of treatment and complications, which could further improve HRQoL.
This review analyzed a broad body of research on the HRQoL in patients with AF. One possible explanation for the observed variability in results could be the variability of characteristics in patients with AF. Although AF is one disease, it has long been recognized that different subtypes of AF are associated with different risks of complications [48] . In planning patient-centered interventions, these findings emphasize the importance of identifying the multi-dimensional factors influencing HRQoL. This will help target key domains of HRQoL, which may differ based on the specific patients' characteristics [10, 49] . Despite these variations, this review showed the overall HRQoL of patients with AF was lower than that of healthy individuals and other patients with cardiac diseases, which is in line with the results of previous studies [7, 8] .
In this review, most studies used generic HRQoL instruments such as SF-36 instead of disease-specific tools. In general, disease-specific instruments are substantially more responsive than generic instruments and may therefore be more suitable to assess the disease's impact on HRQoL [50] . Therefore, it is necessary to develop a reliable and valid AF-specific instrument that can reflect the reality of patients with AF and the influencing factors based on a common HRQoL model. This review has several limitations. First, AF populations were heterogeneous because samples in the studies included in this review were recruited from either primary-care or tertiary-care institutions. This makes generalizing the results difficult because most patients referred to tertiary clinics have a greater disease burden than the average AF patient. Second, many of the studies included in this review were cross-sectional observation studies. AF is a chronic disease that requires continued treatment and self-care. Therefore, HRQoL should be monitored continuously through prospective studies, which can examine changes of HRQoL over time. In addition, further research is needed to confirm causal relationships between identified influencing factors and HRQoL in patients with AF. Third, there were studies in this review that reported characteristics of patients with AF that were not controlled during the statistical analysis. Patient characteristics have an important effect on HRQoL, and therefore the characteristics should be fully accounted for in future studies. Lastly, we did not search all grey literature databases (e.g., searching dissertation databases) or internet-based search engines such as Google or Google Scholar.
Conclusions
This review showed that AF-related anxiety, symptom frequency, and symptom severity were associated with a poor HRQoL. Thus, controlling symptoms and preventing complications such as stroke and heart failure should be considered to improve the HRQoL of patients with AF. Anxiety, the most common factor affecting HRQoL, could be reduced through patient-oriented explanation of their current status and health management strategies. Therefore, healthcare professionals must monitor patients' perceptions about AF, anxiety level, stroke/bleeding risk, and biological function to ensure early intervention. A reliable AF-specific HRQoL instrument based on multi-dimensional patient characteristics should be developed and validated to design patient-centered interventions.
In this review, Ferrans and colleagues' model provided an organized approach to identify the various influencing factors for HRQoL and to understand the relationships between factors. It is the strength of this review. Use of HRQoL model will provide more evidence about which relationships among HRQoL concepts are common to different populations. Therefore, our methodology can be a guide to further study for factors of HRQoL in other chronic diseases.
